PHU LUC 1. HO SO PE NGHI BO SUNG, GIAI TRINH
(Ban hanh kém theo Cong vin sé 538/QLD-CL ngay 18/01/2017 ciia Cuc Qudn Iy Dwgc)
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M3 hb so

Tén thube, SPK
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Co sé san xuat

Thudc ddi chirng

Noi thir nghiém

Y kién Té chuyén gia

29/BE-16

Perosu - 20 mg,
VD-16174-11

Rosuvastatin calcium 20
mg,

Hop 1 vi, 3 vi x 10 vién nén
bao phim

Cong ty TNHH United
Pharma Viét Nam, Ap 2,
Binh Chénh, Tp. H6 Chi
Minh

Vién nén bao phim
Crestor, 20 mg,
IPR
Pharmaceuticals
INC., My

Vién KN thude
Tp. HCM

- B6 sung cac phu luc: 10.3. Tham dinh phwong phép; 10.4.
Béo céo két qua dinh lugng; 10.5. Bao cdo tom tit qua trinh
phan tich; 10.6. Hb so ngudi tinh nguyén; 10.8. Séc ky do
tham dinh phuong phap phan tich;

-Bb sung Ban cha‘ip thuan cua HoOi déng dao durc;

- Giai trinh vé ¢& 16 san xuat cta thude thir nghiém (50.000
vién) nho hon 100.000 vién;

- B6 sung béo co so sanh két qua dinh luong, két qua thir
tuong duong d6 hoa tan giita thudc thir va thude ddi chimg;
- B6 sung cac phu lyc pha 1am sang, bang ngau nhién héa va
trinh ty dung thudc ctia ngudi tinh nguyén, bang cac thong
s6 1am sang cua bénh nhén;

- B6 sung béo céo thim dinh phwong phéap phan tich va sic
ky do;

- B6 sung béo céo phan tich mau huyét twong ngudi tinh
nguyén;

- Giai trinh vé gi4 tri Power-TOST < 80%;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 13 mot;

- B sung miu gidy chip thuan tinh nguyén tham gia nghién
cuu.

30/BE-16

Atovast 20,
VD-24821-16

Atorvastatin (dudi dang
Atorvastatin calci trihydrat)
20 mg,

Hop 1 vix 7 vién; hop 1 vi
x 10 vién; hop 3 vix 10
vién nén bao phim

Cong ty c6 phan duoc phdm
OPV,

L6 27, duong 3A, Khu cong
nghi¢p Bién Hoa II, Tp.
Bién Hoa, tinh Pong Nai

Vién nén Lipitor
20mg, Pfizer
Ireland
Pharmaceuticals,
Ireland

Vién KN thube
Tp. HCM

- Panh gia BE dua trén cac théng s ctia duoc chat va chét
chuyén héa o-hydroxy atorvastatin, giai trinh tai sao khong
danh gia dan xuit p-hydroxy atorvastatin;

- Giai trinh ly do mé rong 90% CI cua Cmax Ién 75 - 133%
(két qua Cmax: 76,75 - 132,76%);

- B sung thong tin vé ¢& 16 san xuét cta thude thir nghiém;
- B sung gi4 tri power cua bao cdo théng ké;

11071/2016

Levoquin 250,
VD-12523-10

Levofloxacin 250mg,
Hop 3 vi x 4 vién nén dai
bao phim

Cong ty cd phan
Pymepharco, S6 166-170
Nguyén Hug¢, Tp. Tuy Hoa,
Tinh Phu Yén

Thubc thay d6i thanh phan sau khi cong b6 BE (ngay xin
thay ddi cong thirc va ngay dugc phé duyét sau ngay cong
bd BE dot 8).

- Dé nghi bd sung bang chimg chig minh sy thay doi ty 1¢
ta dugc khong anh huong dén sinh kha dung ciia thude
(tham khdo huéng dan nghién ciru twong dwong sinh hoc clia
Chau Au, My)




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
4 [559/BD-12 |Binozyt 250 mg, |Azithromycin dihydrate, |Sandoz llac San. ve Tic. Zithromax Anapharm, CA - B6 sung chung chi GCP, GLP;
VN-14199-11 250 mg Azithromycin, Hop [A.S., GEPOSB, Ataturk - B6 sung thong tin vé tén va dia chi nha san xuét thudc thir
6 vién nén bao phim Bulvari, 9. Cadde, No: 1, nghiém;
41400 Gebze Kocaeli, - B6 sung thong tin vé ¢ 16 cuia thude thir nghiém;
Turkey - B6 sung bao céo so sanh két qua dinh luong giira thude thir
Pong goi: Salutas Pharma va thudc ching;
GmbH, dia chi: Otto-von- - B6 sung bao céo phan tich miu ngudi tinh nguyén va sic
Guericke-Allee 1 39179 ky d0 gbc ctia nghién ctru dbi v6i ham luong 250mg (CRO
Barleben Project No. 01192) (b4o céo phan tich va sic ky dd trong hd
so 14 cua nghién ctru d6i v6i ham lugng 500mg (CRO
Project No. 01193);
- B6 sung cam két vé viéc thudc thir ding trong nghién ciru
va thudc dang ky Iuu hanh 12 mot;
5 |672/BD-12 |Fentanyl MAT [Fentanyl 11,56mg/ miéng, |Hexal AG, Industriestrasse |Durogesic Scope - Hb so nghién ctru trén 03 thude thir Fentanyl 25meg/h
50mcg/h, Hop 5 miéng hé tri liéu qua |25 D-83607 Holzkirchen, International AG  [(TTS 1, TTS2, TTS 3), d& nghi lam r& thudc thir nghiém
VN-9686-10 da Germany nao 1a thube dang ky;
- B6 sung thong tin vé ¢& 16 va han dung cua thube thir
nghiém;
- B6 sung thong tin vé& han ding thube ddi chimg;
- B6 sung bao céo so sanh két qua dinh luong giita thude thir
va thudc chung;
- B sung va mé ta rd phwong phép thir so sanh do hoa tan
giita thudc thir va thudc ching;
- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 13 mot; cam két thude thu
nghiém va thude céng b c6 ciing cong thirc bao ché, quy
trinh san xuat va dugc san xuét theo ding hd so dang ky
thude.
6 |357/BD-13 |Pharmapar, Paroxetine base (dudi dang |Pharmascience Inc., 6111  [Paxil 30mg tablet, [Algorithme - B6 sung day du thong tin va giai trinh sy khac nhau vé
VN-16862-13 Paroxetine hydrocloride Royalmount Avenue 100 SmithKline Pharma Inc., thudc ding ky (Pharmapar) va thudc thir nghiém (PMS-
Anhydrous) 20mg, Hop 1  |Montreal, Quebec H4P2T4, |Beecham Pharma |Canada paroxetine 30mg tablet);
vi 30 vién, lo 100 vién nén |Canada Inc., Canada - B6 sung thong tin vé ¢ 16 cuia thude thir nghiém;

bao duong

- Giai trinh vé thubc ddi chimg dap tmg yéu cau vé lya chon
thude ddi chig theo quy dinh tai thong tu s6 08/2010/TT-
BYT;

- B6 sung gia tri power ctia bao céo thong ké, so sanh Tmax
theo phuong phéap thong ké phi tham sd;

- B6 sung cam két vé viéc thude thir dung trong nghién ctru
va thube dang ky luu hanh 1a mot;




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
7 |315/BE-12 |Capemax Capecitabine 500mg Intas Pharmaceuticals Xeloda 500mg Lambda B6 sung két qua thir trong duong d6 hoa tan giita thube
VN1-597-12 Hop 3 vi x 10 vién nén bao |Limited (Roche Pharma Therapeutic nghién ctru va thudc ddi chimg.
phim Matoda 382210, Dist. AG. Germany) Research Itd., B sung ban cam két c6 ddu va chir ky ctia nha dang ky/nha
Ahmedabad, India tai tro vé viéc thude thir dung trong nghién ctru va thude
dang ky luu hanh 1a mot
8 [169/BE-13 |Monoclarium Clarithromycin 200mg SMB Technology S.A Biclar® Laboratories SMB |- B6 sung bang chimg chiing minh thir nghiém tuén tha cac
VN-15930-12 Hop 1 vi x 10 vién nang Rue du Parc Industriel 39- S.A. Rue de la nguyén tic GLP, GCP.
cling giai phong kéo dai (6900 Marche-en-Famenne- Pastorale, 26-28 B-|- B6 sung dia chi nghién; Ban chip thuan ciia hoi dong dao
Belgium 1080 Bruxelles,  |dirc; hd so 1am sang ciia nguoi tinh nguyén; ho so tham dinh
Belgium phuong phap phan tich cong sic ky do; hd so phan tich mau
huyét twong ngudi tinh nguyén va sic ky do; B sung ndng
d6 hoat chit tai cc thoi diém 1ay mau cia mdi ngudi tinh
nguyén...
9 |204/BE-13 [Kuprosuva Rosuvastatin 10mg Cong ty TNHH Korea Crestor film-coated |Hopkins Bio B6 sung ho so phap 1y chimg minh co s& tuén thi cac
VD-17238-12 Hop 3 vi, 10 vix 10 vién  |United Pharm. Int'l Inc tablet 10mg Research Center  |nguyén tic GCP, GLP.
bao phim S6 2 Pai 16 Ty Do, KCN (Astrazeneca) Inc. Cung cip ban chinh hodc ban cong ching dé cwong nghién
Viét Nam Singapore, Huyén ctru. Giai thich thiét ké nghién ctru
Thuén An, tinh Binh Duong Cung cap ban chinh hodc cong chig chap thuan cua Hoi
Co s6 nhuong quyén: Cong ddng dao dirc.
ty Korea United Pharm. Inc Giai trinh ngudn gdc, xuat xtr thude ddi chig.
(tru s& chinh: 154-8, Cung cip ban sao hd so ngudi tinh nguyén c6 Ae (bién cb
Nonhyun-Dong, Kangnam- bat loi), sai khac trong nghién ctru.
Gu, Seoul, Han Qudc; nha Cung cap Bao cao phan tich mau huyét trong ngudi tinh
may: 404-10, Nojang-Ri, nguyén va cac sic ky d6 kém theo.
Jeondong-Myeon, Yeongi- B6 sung dudng biéu dién gia tri chuyén log ctia ndng do
Kun, Chungnam, Han Qudc) thudc theo thoi gian cia ting ngudi tinh nguyén. Bang ty sb
cac thong s6 dugc dong hoc Cmax; AUCO-t va AUCO-o0 da
chuyén logarit cuia thir/ching trén timg ca thé. B6 sung gia
tri power, so sanh Tmax theo phuong phéap thong ké phi
tham sd.
10 (200/BE-13 |Maxlen-70 Natri Alendronate Rafarm S.A Fosamax, vién nén [Pharmaceutical Ho so TDSH khong dap tmg quy dinh
VN-15981-12 trihydrate, 70mg alendronic | Thesi Pousi-Xatzi Agiou Chemistry of Thiéu nhiéu ndi dung theo yéu cau bao cdo Thong tu 08.
acid Louka, Paiania Attiki E.KP.A

Hop 1 vi x 4 vién nén

19002, P.O. Box 37 -
Greece
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14/BE-16

Piracetam-Egis
VN-16482-13

Piracetam 800mg, Hop 1 lo
30 vién nén bao phim

Egis Pharmaceuticals
Private Limited Company,
9900 Kormend Mastyas
Kiraly ut 65, Hungary.

Nootropyl 800mg,
UCB pharma S.A.,
France

L.A.B. GmbH &
Co., Germany

- B6 sung thong tin vé tiéu chuan hoa bira an va dd udng cua
nguoi tinh nguyén ctia ngudi tinh nguyén;

- B sung thong tin, gidi trinh vé nha san xuét, dia chi nha
san xuat thudc thir va thude chimg str dung cho nghién ctru
khac nhau giira bdo cdo va CoA;

- Thude dang ky luu hanh tai Viét Nam da thay doi dia chi
nha san xuét, d¢ nghi bd sung béo cio tuong duong do hoa
tan gitra thudc nghién ctru va thude san xuat & dia chi méi;

- B6 sung bao céo két qua thir twong duwong do hoa tan giita
thudc thir va thude chimng;

- B6 sung ho so 14m sang gdc lién quan dén qua trinh theo
ddi nguoi tinh nguyén va 1iy miu dé phan tich;

- B6 sung bao céo thim dinh quy trinh phén tich;

- B6 sung bao céo phan tich mau ngudi tinh nguyén (ho so
chi c6 mot s6 két qua roi rac, khong du dit liéu), bd sung sic
ky do phan tich miu ngudi tinh nguyén theo quy dinh (hd so
chi ¢6 sic ky dd ctia 01 ngudi tinh nguyén);

- B6 sung gia tri power cua bao cao thong ké;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 1a mot; cam két thude thur
nghiém va thude cong bd ¢ cing cong thirc bao ché, quy
trinh san xuat va duoc san xuét theo dung ho so ding ky
thuoc.
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15/BE-16

Piracetam-Egis
VN-16481-13

Piracetam 400mg, Hop 1 lo
60 vién nén bao phim

Egis Pharmaceuticals
Private Limited Company,
9900 Kormend Mastyas
Kiraly ut 65, Hungary.

Nootropyl 800mg,
UCB pharma S.A.,
France

L.A.B. GmbH &
Co., Germany

Ho so mién thir TDSH dua trén nghién ctru cia thube
Piracetam-Egis c6 ham luong 800mg.

- B sung day di hd so theo yéu cau dbi véi nghién ctru cia
thudc Piracetam-Egis c6 ham lugng 800mg.

- B6 sung béo céo két qua thir twong duong do hoa tan giita
cac ham lugng khéc nhau (Piracetam-Egis c6 ham lugng
800mg va 400mg);

- Thudc ding ky luu hanh tai Viét Nam da thay ddi dia chi
nha san xudt, d& nghi b sung bao co twong duong do hoa
tan giira thudc nghién ctru va thude san xuat & dia chi méi;
- B6 sung ban cam két vé viéc thude thir ding trong nghién
ctru va thube dang ky luu hanh 1a mot; cam két thude thu
nghiém va thude cong bd co cung cong thic bao ché, quy
trinh san xuit va dugc san xuét theo dung hd so dang ky
thude.




M3 ho so [ Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia

13/BE-16  [Halixol Ambroxol hydrochloride  |Egis Pharmaceuticals Surbronc 30mg, L.AB.GmbH & |- B4 sung thong tin vé tiéu chuén hoa nghién ctru (bita an va
VN-16748-13 30mg, Hop 2 vi x 10 vién  |Private Limited Company, |Boehringer Co., Germany d6 udng, hoat dong thé chét, quy dinh dung thudc, ché do
nén 1165 Budapest, Bokényfoldi an);
Gt 118-120, Hungary. - Giai trinh vé nha san xut thudc thir va thude dbi chimg 1a

L.A.B. GmbH & Co;

- B6 sung bao céo két qua thir twong duwong do hoa tan giita
thudc thir va thude ching;

- Thudc dang ky luu hanh tai Viét Nam da thay doi dia chi
nha san xuét, d¢ nghi bd sung béo cio tuong duong do hoa
tan gitra thudc nghién ctru va thude san xuat & dia chi méi;
- B6 sung ho so 14m sang lién quan dén qua trinh theo doi
nguoi tinh nguyén va Iy mau dé phan tich;

- B6 sung bao céo thim dinh quy trinh phén tich;

- B6 sung sic ky do phan tich mau ngudi tinh nguyén theo
quy dinh (hd so chi ¢6 sic ky dd ctia 01 ngudi tinh nguyén);
- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thude dang ky luu hanh 1a mot; cam két thude thur
nghiém va thude cong bd ¢ cing cong thirc bao ché, quy
trinh san xuat va duoc san xuét theo dung ho so ding ky
thude.
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12/BE-16

Milurit
VN-14161-11

Allopurinol 300mg, Lo 30
vién nén

Egis Pharmaceuticals
Private Limited Company,
9900 Kormend Mastyas
Kiraly ut 65, Hungary.

Zyloric 300mg

L.A.B. GmbH &
Co., Germany

- B6 sung giai trinh vé két qua Cmax cua Allopurinol nam
ngoai 125% dbi voi ngudng 90% CI (dé cuong nghién ctru
khéng néu rd mirc TDSH chép nhan cho Cmax, két qua
Allopurinol: Cmax: 82,60-130,68; AUC(0-72): 91,58-
110,84); giai trinh vé s lugng nguoi tinh nguyén (16 ngudi
la it);

- B6 sung thong tin chi tiét vé nha san xuét va dia chi san
xuit ciia thude nghién ciru, thude chimg;

- B6 sung bao céo két qua thir twong duwong do hoa tan giita
thudc thir va thude chimng;

- Thude dang ky luu hanh tai Viét Nam da thay doi dia chi
nha san xuét, d¢ nghi bd sung béo cio tuong duong d6 hoa
tan gitra thudc nghién ciru va thude san xuat & dia chi méi;

- B6 sung ho so 14m sang lién quan dén qua trinh theo doi
ngudi tinh nguyén va liy miu dé phan tich;

- Bao céo tham dinh quy trinh phén tich: khong c6 thong tin
vé phuong phép phan tich, ¢ 6n dinh mau huyét trong khi
bao quan trong thoi gian dai;

- B6 sung gié tri power cua bao cdo thong ké, so sanh Tmax
theo phuong phéap thdng ké phi tham s6;

- B6 sung ban cam két ¢6 ddu va chir ky ctia nha ding ky/
nha tai trg vé viéc thude thir dung trong nghién ctru va thude
dang ky luu hanh 1a mét;

- B6 sung ban cam két vé viéc thudc thir ding trong nghién
ctru va thube dang ky luu hanh 1a mot; cam két thude thur
nghiém va thude cong bd ¢ cing cong thirc bao ché, quy
trinh san xuat va duoc san xuét theo dung ho so ding ky
thude.
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93/BE-15

Dopegyt
VN-13124-11

Methyldopa 250mg
Hop 10 vi x 10 vién nén
bao phim

Egis Pharmaceuticals PLC
9900 Kormend, Matyas
kiraly ut 65, Hungary

Aldomet 250mg
tablet

Frosst Iberica,
Madrid, Spain

DRC Drug
Research Center
Ltd., Balatonfured,
H-8230, Gyogy tér
2, Hungary

Dé nghi ghi rd thudc dé nghi cong bd (SPK: VN-13124-11)
1a thudc Dopegyt 250mg with Mowital hay Without
Mowital va bd sung cam két thudc nghién ctru va thude ding
ky ¢6 cuing cong thirc bao ché, quy trinh bao ché.

B sung ¢& 16 san xuat cua thudc nghién ciru.

B sung dit liéu chimg minh su twong dwong vé chit lugng
giita thudc thir va thude ddi chimg.

B6 sung cac dif liéu phan tich théng ké: bang ANOVA,
power, so sanh Tmax theo phuong phap thong ké phi tham
sO.




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
16 |91/BE-15 [Meloflam Meloxicam 15mg Egis Pharmaceuticals PLC |Movalis 15mg DRC Drug BO sung tiéu chuan thirc an cta ngudi tinh nguyén va Bang
VN-12440-11 Hop 1 vix 10 vién nén 1165 Budapest, Bokényfoldi|tablet Research Center  [thirc an chuén hoa; bang ngau nhién hoa va trinh ty ding
Hop 2 vi x 10 vién nén at. 118-120., Hungary Boehringer Ltd., Balatonfured, [thudc cta nguoi tinh nguyén
Ingelheim Pharma [Hungary B sung ban chéap thuan ctia Hoi dong dao dirc.
GmbH&Co.KG. BO sung ¢& 16 san xuit ciia thude nghién ciru.
Binger Str. 173 Bo sung dit liéu chimg minh sy twong dwong vé chit lugng
55216 Ingelheim giita thudc thir va thude ddi chimg. B sung ban cam két co
Germany dau va chit ky ctia nha diang ky/nha tai tro vé viéc thude thir
duing trong nghién ctru va thude dang ky luu hanh 1a mot.
BO sung bang dic diém nguoi tinh nguyén vé cac két qua xét
nghiém
B sung bang ma hoa mau phan tich.
Yéu cau cung cip du 20% sic ky d6 tham dinh quy trinh
phan tich. Cung cép lai cac sic ky d6 phan tich mau huyét
tuong nguoi tinh nguyén véi day du cac thong tin vé mau va
phan tich mAu theo quy dinh GLP.
B6 sung céc dir liéu pham tich thong ké: bang ANOVA,
power, so sanh Tmax theo phuong phép thng ké phi tham
s9.
17 |92/BE-15 |Egitromb Clopidogrel 75mg Egis Pharmaceuticals PLC [Plavix film-coated |Anapharm Inc.,  [B6 sung ¢ 16 san xuat ctia thude thir nghiém.
VN-15427-12 Hop 2 vi x 7 vién nén bao  |1165 Budapest, Bokényfoldi|tablet 2050, Boul. René- [B6 sung dir liéu chig minh sy tuong duong vé chat lwong

phim
Hop 4 vi x 7 vién nén bao
phim

at. 118-120., Hungary

Sanofi Winthrop
Industrie, France

levesque Ouest,
Sainte-Foy
(Québec), Canada,
G1V2K8

giita thudc thir va thude ddi chimg. B sung ban cam két co
dau va chit ky ctia nha diang ky/nha tai tro vé viéc thude thir
dung trong nghién ctru va thude dang ky luu hanh 1a mot.
Céc dit liéu phén tich thong ké: Giai trinh két qua ANOVA:
P(sequence, treatment) < 0,05; BS sung gia tri power.

Ngoai mot s6 yéu cau bo sung nhu cac chuyén gia da néu
trén, dé nghi sap xép va nop lai hd so dang ky cong bd dé co
co so tham dinh. Hb so dang nop gdm 02 nghién ciru trong
d6 ca 2 nghién ciru déu khong ¢ du cac phu luc can thiét
clia mdi nghién ctru:

+ Nghién ctru s6 MC0090 trén 40 NTN; ¢6 bao cao két qua
TDSH song lai danh gia trén chat chuyén héa khong c6 hoat
tinh dé két luan c6 TDSH. Nghién ciru nay khong ¢6 phu luc
két qua 1am sang va thong ké.

+ Nghién ctru sd MC 0101 trén 54 NTN phan tich dugc chat
song lai khong c6 bao cao két qua nghién ctru TDSH d¢é két
ludn ma chi c6 cac phu luc 1am sang, phan tich va théng ké.




TT| Mihoso | Tén thude, SDK Ham lugng, quy cich Co s san xuit Thubde doi ching | Noi thir nghiém Y kién T6 chuyén gia
18 [43/BE-16  [Myleran 300, Gabapentin 300mg Cong ty cd phan SPM, L6 [Neurotin* 300mg [Vién KN thuéc |- P& nghi cung cip thong tin dugc dong hoc dy du hon,
VD-22620-15 Hop 3 vi x 10 vién nang 51, Puong s6 2, KCN Tan  [(vién nang Trung wong cung cap CV % (néu co);
cling Tao, Quan Binh Tan, Tp.  |Gabapentin - Giai trinh 1y do tai sao thudc déi chimg khong lay 16 thude
HCM 300mg) con han dung dai hon dé thir (thoi gian thir nghiém tir thang
Cong ty Godecke 12/2013 - 01/2014, thudc dbi chimg c6 NSX: 05/05/2011,
GmbH HD: 05/05/2014);

- Gia tri Power ciia Cmax cta nghién ctru la 73,9 % chua
dap ing v6i yéu cau hién tai trong ding ky thude, dé nghi
giai trinh




